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*** ANNOUNCEMENT *** 
*** 

Important Notice for Japanese KMKNET Users 
KMKNET will be terminated on 5/31/02. Please 
switch to DLGNET. Please refer to the G-Search 
home page at http://www.g-search.or.jp 
for more information. 

* ** 

— SourceOne patents are now delivered to your 
email inbox as PDF replacing TIFF delivery. 
See HELP SOURCE1 for more information. 

* ** 

— Important news for public and academic 
libraries. See HELP LIBRARY for more information. 

*** 

— Important Notice to Freelance Authors — 
See HELP FREELANCE for more information 

* * * 

For information about the access to file 43 please see Help News43. 

NEW FILES RELEASED 
***AGROProjects (File 235) 

***TRADEMARKSCAN- Japan (File 669) 

* * * 

UPDATING RESUMED 

***Delphes European Business (File 481) 

** * 

RELOADED 

***CLAIMS/US PATENTS (Files 340, 341, 942) 

***Kompass Western Europe (590) 

***D&B - Dun's Market Identifiers (516) 

REMOVED 

***Baton Rouge Advocate (File 382) 
***Washington Post (File 146) 
***Books in Print (File 470) 
***Court Filings (File 793) 

***Microcomputer Software Guide Online (File 278) 

***Publishers, Distributors & Wholesalers of the U.S. (File 450) 

***State Tax Today (File 791) 

***Tax Notes Today (File 790) 

***Worldwide Tax Daily (File 792) 

***New document supplier*** 

IMED has been changed to INFOTRIE (see HELP OINFOTRI) 



»>Get immediate news with Dialog's First Release 

news service. First Release updates major newswire 
databases within 15 minutes of transmission over the 
wire. First Release provides full Dialog searchability 
and full-text features. To search First Release files 
OneSearch simply BEGIN FIRST for coverage from Dialog's 
broad spectrum of news wires. 

>» Enter BEGIN HOME BASE for Dialog Announcements «< 
»> of new databases, price changes, etc. «< 

KWIC is set to 50. 
HILIGHT set on as 
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(c) format only 2002 The Dialog Corporation 

Set Items Description 



Cost is in DialUnits 
?b 155, 5, 73 

04jun02 15:20:18 User259876 Session D352 . 1 
$0.33 0.095 DialUnits Filel 
$0.33 Estimated cost Filel 
$0.13 TELNET 

$0.46 Estimated cost this search 

$0.46 Estimated total session cost 0.095 DialUnits 



SYSTEM: OS - DIALOG OneSearch 

File 155 : MEDLINE (R) 1966-2002/May W4 
*File 155: Daily alerts are now available. This file has 
been reloaded. Accession numbers have changed. 

File 5:Biosis Previews (R) 1969-2002/May W4 
(c) 2002 BIOSIS 

File 73 : EMBASE 1974-2002/May W4 

(c) 2002 Elsevier Science B.V. 
*File 73: For information about Explode feature please 
see Help News73. 
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28 9734 NEURONAL 

1077895 PRODUCTION 

200 NEURONAL (W) PRODUCTION 

51 8982 (NEUROGENESIS) OR (NEURONAL (W) PRODUCTION) 

?s sl and ((neurotrophic (w) factor) or (BDNF) or (neurotrophic 

8982 SI 

28507 NEUROTROPHIC 

1791791 FACTOR 

19787 NEUROTROPHIC (W) FACTOR 

7897 BDNF 

13021 NEUROTROPHIC? 

52 354 SI AND ((NEUROTROPHIC (W) FACTOR) OR (BDNF) OR 

(NEUROTROPHIC?) ) 
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Processing 

354 S2 
187121 VECTOR 
1842620 GENE 
4408917 THERAPY 

54 023 GENE (W) THERAPY 

53 7 S2 AND (VECTOR OR (GENE (W) THERAPY) ) 
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4/3, K/l (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts . reserv. 



13340679 BIOSIS NO.: 200100547828 

*BDNF* attenuates ischemia -induced enhancement of Neurogenesis* in rat 
dentate gyrus . 

AUTHOR: Larsson E(a); Mandel R J; Lindvall 0(a); Kokaia Z(a) 
AUTHOR ADDRESS: (a) Section of Restorative Neurology, Wallenberg 

Neuroscience Center, SE-22184, Lund**Sweden 
JOURNAL: Society for Neuroscience Abstracts 27 12) :pl528 2001 
MEDIUM: print 

CONFERENCE/MEETING: 31st Annual Meeting of the Society for Neuroscience 

San Diego, California, USA November 10-15, 2001 

ISSN: 0190-5295 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

+BDNF* attenuates ischemia- induced enhancement of Neurogenesis* in rat 
dentate gyrus . 

ABSTRACT: Brain-derived Neurotrophic* *f actor* ( *BDNF* ) is widely 

expressed in the adult rodent forebrain and has an important role for 
neuronal differentiation and survival during embryonic development To 
explore the influence of *BDNF* on ischemia-induced cell proliferation 
and Neurogenesis* in the dentate gyrus of adult rats, the dentate hilus 
was unilaterally transduced with recombinant adeno-associated virus 
( rAAV) carrying the *BDNF* and GFP genes. Four to five weeks later the 
rats were subjected to 30 min of global forebrain ischemia or sham 
surgery, and proliferating cells were labeled with BrdU during day four 
to six after the ischemic insult. GFP and *BDNF* immunocyto chemistry 
performed seven weeks after the last BrdU injection showed that rAAV had 
mainly transduced hilar interneurons and cells in the subgranular layer 
Stereological measurement showed increased volume of NPY-immunoreactive 
cells, indicating that *BDNF* was also biologically active. In the rats 
transduced with rAAV- GFP only there was a thirteen- fold increase of 
proliferated neurons. In contrast, in animals transduced with rAAV-*BDNF* 
we observed decreased number of BrdU-NeuN double-labeled neurons, but no 
changes of ischemia-induced proliferation, i.e., the number of 
BrdU-positive cells. We hypothesize that the high levels of *BDNF* 
attenuated the insult-induced Neurogenesis* by inhibiting the neuronal 
differentiation of the proliferated hippocampal precursor cells 

DESCRIPTORS: 

...ORGANISMS: gene *vector*; 

CHEMICALS & BIOCHEMICALS: ...brain-derived Neurotrophic* *factor* f 
*BDNF* } ^ 1 

GENE NAME: rat *BDNF* gene (rat brain-derived Neurotrophic* *factor* 

gene) (Muridae. . . 
MISCELLANEOUS TERMS: ^neurogenesis*; 




4/3,K/2 (Item 2 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

13312696 BIOSIS NO.: 200100519845 

Adenoviral infection of the adult rat ventricular zone to overexpress 
noggxn and *BDNF* increases neuronal recruitment from endogenous 
progenitor cells. 

AUTHOR: Chmielnicki E(a); Benraiss A(a) ; Rosenow J(a); Shore E; Kaplan F; 



Economides A N; Goldman S A (a) 
AUTHOR ADDRESS: (a) Dept. of Neurology, Cornell U. Med. Col., New York, NY** 
USA 

JOURNAL: Society for Neuroscience Abstracts 27 (l):p939 2001 
MEDIUM: print 

CONFERENCE/MEETING: 31st Annual Meeting of the Society for Neuroscience 

San Diego, California, USA November 10-15, 2001 

ISSN: 0190-5295 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

Adenoviral infection of the adult rat ventricular zone to overexpress 
noggin and *BDNF* increases neuronal recruitment from endogenous 
progenitor cells. — 

ABSTRACT: ^Neuronal* ^production* from Utricular zone (VZ) progenitor 
cells of the adult rat brain can be indiiceoTEy^ne-Ti iuiidl dif f erentiat Ton 
agents, such as *BDNF* and its adenoviral expression *vector*, AdBDNF. In 
this study, we asked if ^n euronal* ^production* by VZ progenitors might 
aj^e-be stimulated by tne~-^nspj *roccioii _a£^^ using 
noggin, a n inhibitor of the nro-gliogeni r-^P^I^P also asked if neuronal 
induction could be further stimulated by concurrent overexpression of 
*BDNF*. DELTAE1 adenoviruses were made to encode, under CMV control, 
either DELTAB2 noggin (whose heparin binding site was deleted) , or *BDNF* 
(as an IRES : hGFP ) . Three groups of 250g rats were injected 

intraventricularly with either AdNoggin, AdNoggin and AdBDNF together, or 
an AdGFP control. All 12... 

...increase. In each group, >90% of the BrdU+ cells expressed neuronal 

betalll-tubulin. Thus, noggin overexpression increased olfactory neuronal 
recruitment; this effect was accentuated by *BDNF* expression, such that 
both the suppression of glial and promotion of neuronal differentiation 
pathways proved viable means for inducing neuronal addition to the adult 
rat. . . 

DESCRIPTORS: 

...ORGANISMS: gene ^vector*; 

...gene * vector*; 

CHEMICALS & BIOCHEMICALS: *BDNF* {brain-derived Neurotrophic* *factor* 



4/3, K/3 (Item 3 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts . reserv. 

13291134 BIOSIS NO. : 200100498283 

Leukemia inhibitory factor is a key signal for *neurogenesis* in the adult 
mouse olfactory epithelium. 

AUTHOR: Bauer S; Moyse E(a) 

AUTHOR ADDRESS: (a)Univ Lyon-1, Villeurbanne**France 
JOURNAL: Society for Neuroscience Abstracts 27 (1) :p934 2001 
MEDIUM: print 

CONFERENCE/MEETING: 31st Annual Meeting of the Society for Neuroscience 

San Diego, California, USA November 10-15, 2001 

ISSN: 0190-5295 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

Leukemia inhibitory factor is a key signal for Neurogenesis* in the adult 
mouse olfactory epithelium. 

...ABSTRACT: adulthood. Although culture studies have suggested many 
candidates, there is no direct evidence from in vivo studies that 
identifies the molecular signals that control this ^neurogenesis* . We 



used olfactory bulb ablation (OBX) in adult mice to trigger synchronous 
and massive mitotic stimulation of neuronal progenitors in olfactory 
epithelium. Following OBX, we... 

..in vitro, i.e. leukemia inhibitory factor (LIF) , epidermal growth 
factor, transforming growth factor a, bl, 2, and 3, fibroblast growth 
factor 2, brain-derived 'neurotrophic* *factor*, and tumor necrosis 
factor a. Of these factors, only LIF is up-regulated before the onset of 
neuronal progenitor proliferation, and in situ hybridization shows... 

. .mitotic stimulation than in wild type littermates, as measured by 
bromodeoxyuridine (BrdU) labeling 5 days after OBX. Finally, delivery of 
exogenous LIF via an adenoviral 'vector* to the intact adult olfactory 
epithelium stimulates BrdU labeling specifically in the olfactory neuron 
layer. Thus, LIF is a necessary and sufficient inducer of adult olfactorv 
♦neurogenesis*. ' 
MISCELLANEOUS TERMS: Neurogenesis* ; 



4/3,K/4 (Item 4 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 

13227416 BIOSIS NO. : 200100434565 

Adenoviral brain-derived Neurotrophic* *faetor* induces both neostriatal 
and olfactory neuronal recruitment from endogenous progenitor cells in 
the adult forebrain. 

AUTHOR: Benraiss Abdellatif; Chmielnicki Eva; Lerner Kim; Roh Dongyon; 

Goldman Steven A(a) 

AUTHOR ADDRESS: (a ) Department of Neurology and Neuroscience, Cornell 

V"^?" 1 ***^ Roojo-E^7~NBW--fe^ NY 

10021j i ^s^MmTrmail .med. Cornell . edu**USA^— — — 

^^T : Journal of Neuroscience 21 ( 17 ) :p6718-6731 September 1, 200l' 
MED I um^or l n t 

ISSN: 0^^^A^___^_^ 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

Adenoviral brain-derived *neuro trophic* 'factor* induces both neostriatal 

^ °: f! ^ neuronal recruitment from endogenous progenitor cells in 
trie adult forebrain. 

ABSTRACT: Neural progenitor cells persist throughout the adult forebrain 
subependyma, and neurons generated from them respond to brain-derived 
^neurotrophic* 'factor* (*BDNF*) with enhanced maturation and survival. 
1° j^ UCe Neurogenesis* from endogenous progenitors, we overexpressed 

BDNF in the adult ventricular zone by transducing the forebrain 
ependyma to constitutively express *BDNF*. We constructed a bicistronic 
adenovirus bearing *BDNF* under cytomegalovirus (CMV) control, and 

^ n nti*V ee \ £1 ?° r ^ mt , pr0tc3 - n (hGFP) Under intern *l ribosomal entry 
site (IRES) control. This Ad CMV: *BDNF* : IRES : hGFP (AdBDNF) was iniected 
into the lateral ventricles of adult rats, who were treated for 18 d 
thereafter with the mitotic marker bromodeoxyuridine (BrdU) . Three weeks 
after injection, *BDNF* averaged 1 mug/gm in the CSF of AdBDNF-injected 
animals but was undetectable in control CSF In situ hybridization 
demonstrated *BDNF* and GFP mRNA expression restricted to the ventricular 
wall. In AdBDNF-injected rats, the olfactory bulb exhibited a >2. 4-fold 
increase in the number. . . 

. . .medium spiny neurons of the neostriatum. These newly generated neurons 
survived at least 5-8 weeks after viral induction, Thus, a single 
injection of adenoviral *BDNF* substantially augmented the recruitment of 
new neurons into both neurogenic and non-neurogenic sites in the adult 
v?r*w^; intraventricular delivery of, and ependymal infection by, 

viral vectors encoding neurotrophic agents may be a feasible strategy for 



inducing Neurogenesis* from resident progenitor cells in the adult 
brain. 
DESCRIPTORS: 

...ORGANISMS: gene *vector*; 

CHEMICALS & BIOCHEMICALS: brain-derived ^neurotrophic* *f actor*— 
...METHODS & EQUIPMENT: *gene* *therapy* — 
MISCELLANEOUS TERMS: . . . Neurogenesis* induction 



4/3, K/5 (Item 5 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts . reserv. 

12880787 BIOSIS NO.: 200100087936 

Infection of the adult rat ventricular zone by an adenoviral *BDNF* 

*yector* induces neuronal recruitment to the striatum as well as to the 
olfactory bulb. 

AUTHOR: Chmielnicki E(a); Benraiss A; Lerner K; Roh D; Goldman S A 
AUTHOR ADDRESS: (a)Cornell Univ. Medical College, New York, NY**USA 
JOURNAL: Society for Neuroscience Abstracts 26 (1-2) :pAbs tract No-2083 

MEDIUM: print 

CONFERENCE/MEETING: 30th Annual Meeting of the Society of Neuroscienc^ New 
Orleans, LA, USA November 04-09, 2000 w 
SPONSOR: Society for Neuroscience 
ISSN: 0190-5295 
RECORD TYPE: Abstract 
LANGUAGE: English 
SUMMARY LANGUAGE: English 

Infection of the adult rat ventricular zone by an adenoviral *BDNF* 

vector* induces neuronal recruitment to the striatum as well as to the 
olfactory bulb. 

ABSTRACT: Neural progenitor cells persist in the forebrain subependyma, and 
neurons generated from them respond to brain-derived 'neurotrophic* 
*factor* ( *BDNF* ) with enhanced maturation and survival. To Induce 

neurogenesis* from resident progenitors, we transduced the adult 
ventricular wall to overexpress *BDNF* . We constructed a DELTAE1 

!£Sr V ™S be " in ? *T F * UndSr CMV P romoter control, in tandem with hGFP 
under IRES control. This AdCMV: *bdnf * : IRES : hgfp was injected into the 
lateral ventricles of adult rats, which were then injected 
intraperitoneal^ for 18 d with the mitotic marker BrdU (150 mug/q/d) 3 
weeks after virus injection, the CSF concentration of *BDNF* was >1 ng/mg 
protein in AdBDNF-injected animals, but undetectable in control CSF In 
J^ U a 5S^ d i Zat i°U reVealed high-level *BDNF* and GFP mRNA expression in 
the AdBDNF-treated ventricular walls. Among AdBDNF-injected rats, the 
olfactory bulb harbored >2. 5-fold the number of BrdU... 

... tubulin* striatal neurons were typically found in clusters, that were 
found almost exclusively in the AdBDNF-treated rats. Thus, a single 
injection of an adenoviral *BDNF* * vector* substantially augmented 
neuronal recruitment into the adult rat brain. The AdBDNF-associated 
neurons integrated not only into the normally neurogenic olfactory bulb 
but also into the otherwise non-neurogenic neostriatum. As such, the 
intraventricular delivery of viral vectors encoding *neurotrophins* is a 
feasible strategy for inducing Neurogenesis* from resident neural 
progenitor cells. This may have particular implications in diseases of 
neostnatal degeneration, such as Huntington's disease 

DESCRIPTORS: 

CHEMICALS £ BIOCHEMICALS: *BDNF* {brain-derived Neurotrophic* *f actor* 

If • • . 

...adenoviral *BDNF* *vector* {adenoviral brain-derived Neurotrophic* 
*f actor* ^vector*}-- 
MISCELLANEOUS TERMS: ^neurogenesis* ; 



4/3, K/ 6 (Item 6 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R± 
(c) 2002 BIOSIS. 



A1J 



serv. 



123913^-^BIOSIS NO. : 200000144891 

In v*vo transduction of the adult rat ventricular zone with an adenoviral 
BDNF* *vector* increases 'neuronal* 'production* and recruitment to the 
olfactory bulb. 

f AUTHOR : Benraiss A(a) ; Lerner K(a); Chmielnicki E(a); Hackett N; Crystal R 
G; Goldman S A (a) 

AUTHOR ADDRESS: (a) Dept. of Neurology and Neuroscience, Cornell Univ 

Medical College, New York, NY, 10021**USA 
JOURNAL: Society for Neuroscience Abstracts. 25 (l-2):pl028 1999 
CONFERENCE/MEETING: 29th Annual Meeting of the Society for Neuroscifewe 
Miami Beach, Florida, USA October 23-28, 1999 
SPONSOR: Society for Neuroscience 
ISSN: 0190-5295 
RECORD TYPE: Citation 
LANGUAGE: English 
SUMMARY LANGUAGE: English 



ON 



ventricular zone with an adenoviral 



IrT^raAgQ ^transduction of th e 

♦BDNF* Sector* increases Neuronal* *production* and recruitment to" the 
olfactory bulb. 

DESCRIPTORS: 

. . . ORGANISMS : *vector* ; 

CHEMICALS & BIOCHEMICALS: brain-derived 'neurotrophic* * factor* — 
MISCELLANEOUS TERMS: 'neuronal* *production* ; 
?ds 
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51 8982 (NEUROGENESIS) OR (NEURONAL (W) PRODUCTION) 
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IN?? ) ) 
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s4 6 RD (unique items) 
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3813291 TREATMENT 
4408917 THERAPY 
s6 4 0 S2 AND (TREATMENT OR THERAPY) 

?s s6 and (neurodegenerative (w) condition) 
40 S6 

25650 NEURODEGENERATIVE 
373846 CONDITION 

144 NEURODEGENERATIVE (W) CONDITION 

57 0 S6 AND (NEURODEGENERATIVE (W) CONDITION) 
?s s6 and (Huntington's (w) disease) 

»>Warning: unmatched quote found 
40 S6 
0 HUNTINGTON 1 S 
4449708 DISEASE 

0 HUNTINGTON ' S (W) DISEASE 

58 0 S6 AND (HUNTINGTON'S (W) DISEASE) 
?s s6 and (Huntington) 

40 S6 
17544 HUNTINGTON 

59 2 S6 AND (HUNTINGTON) 

?rd 

...completed examining records 

sl 0 2 RD (unique items) 



?t sl0/3,k/all 



10/3 ,K/1 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2002 BIOSIS. All rts. reserv. 



13227416 BIOSIS NO. : 200100434565 

Adenoviral brain-derived *neurotrophio* *factor* induces both neostriatal 
and olfactory neuronal recruitment from endogenous progenitor cells in 
the adult forebrain. 

AUTHOR: Benraiss Abdellatif; Chmielnicki Eva; Lerner Kim; Roh Dongyon; 
Goldman Steven A (a) 

AUTHOR ADDRESS: (a) Department of Neurology and Neuroscience, Cornell 
University Medical Center, 1300 York Avenue, Room E607, New York, NY, 
10021: sgoldm@mail.med. Cornell. edu**USA ' 

JOURNAL : Journal of Neuroscience 21 (17) :p6718-6731 September 1, 2001 

MEDIUM: print 

ISSN: 0270-6474 

DOCUMENT TYPE: Article 

RECORD TYPE: Abstract 

LANGUAGE: English 

SUMMARY LANGUAGE: English 

Adenoviral brain-derived *neurotrophic* *factor* induces both neostriatal 
and olfactory neuronal recruitment from endogenous progenitor cells in 
the adult forebrain. 

ABSTRACT: Neural progenitor cells persist throughout the adult forebrain 
subependyma, and neurons generated from them respond to brain-derived 
Neurotrophic* * factor* (*BDNF*) with enhanced maturation and survival 
To induce Neurogenesis* from endogenous progenitors, we overexpressed 

BDNF* in the adult ventricular zone by transducing the forebrain 
ependyma to constitutively express *BDNF* . We constructed a bicistronic 
adenovirus bearing *BDNF* under cytomegalovirus (CMV) control, and 
humanized green fluorescent protein (hGFP) under internal ribosomal entr 
site (IRES) control. This Ad CMV: *BDNF* : IRES : hGFP (AdBDNF) was injected 
into the lateral ventricles of adult rats, who were treated for 18 d 
thereafter with the mitotic marker bromodeoxyuridine (BrdU) . Three weeks 
after injection, *BDNF* averaged 1 mug/gm in the CSF of AdBDNF-injected 
animals but was undetectable in control CSF In situ hybridization 
demonstrated *BDNF* and GFP mRNA expression restricted to the ventricula 
wall. In AdBDNF-injected rats, the olfactory bulb exhibited a >2. 4-fold 
increase in the number... 

...tubulin+ neurons, confirmed by confocal imaging, relative to AdNull 
(AdCMV: hGFP) controls. Importantly, AdBDNF-associated neuronal 
recruitment to the neostriatum was also noted, with the treatment* 
-induced addition of BrdU+-NeuN+-betaIII-tubulin+ neurons to the caudate 
putamen. Many of these cells also expressed glutamic acid decarboxylase, 
cabindin-D28, andDARPP... * ' 

...medium spiny neurons of the neostriatum. These newly generated neurons 
survived at least 5-8 weeks after viral induction, Thus, a single 
injection of adenoviral *BDNF* substantially augmented the recruitment oJ 
new neurons into both neurogenic and non-neurogenic sites in the adult 
rat brain. The intraventricular delivery of, and ependymal infection by, 
viral vectors encoding neurotrophic agents may be a feasible strategy foi 
inducing Neurogenesis* from resident progenitor cells in the adult 
brain. 

DESCRIPTORS: 

DISEASES: *Huntington* ' s disease... 

CHEMICALS & BIOCHEMICALS: brain-derived Neurotrophic* * factor*— 
...METHODS & EQUIPMENT: gene Nherapy*— 
MISCELLANEOUS TERMS: . . . Neurogenesis* induction 
ALTERNATE INDEXING: *Huntington* ' s Disease (MeSH) 



10/3, K/ 2 (Item 1 from file: 73) 

DIALOG (R) File 73 : EMBASE 

(c) 2002 Elsevier Science B.V. All rts . reserv. 

10939981 EMBASE No: 2000430209 

Neuroprotective signaling and the aging brain: Take away my food and let 
me run 

Mattson M.P. 

M.P. Mattson, Laboratory of Neurosciences , National Institute Aging, 
Gerontology Research Center, 5600 Nathan Shock Drive, Baltimore, MD 
21224-6825 United States 
AUTHOR EMAIL: mattsonm@grc.nia.nih.gov 

Brain Research ( BRAIN RES. ) (Netherlands) 15 DEC 2000, 886/1-2 (47-53) 

CODEN: BRREA ISSN: 0006-8993 

PUBLISHER ITEM IDENTIFIER: S0006899300027906 

DOCUMENT TYPE: Journal; Review 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 
NUMBER OF REFERENCES: 51 

...calorie intake) can increase the resistance of neurons in the brain to 
dysfunction and death in experimental models of Alzheimer's disease 
Parkinson's disease, * Huntington* ' s disease and stroke. The mechanism 
underlying the beneficial effects of dietary restriction involves 
stimulation of the expression of 'stress proteins' and neurotrophic 
factors . The. . . 

...manipulation can increase the brain's capacity for plasticity and 
self-repair. Work in other laboratories suggests that physical and 
intellectual activity can similarly increase Neurotrophic* *factor* 
production and Neurogenesis* . Collectively, the available data suggest the 
that dietary restriction, and physical and mental activity, may reduce both 
the incidence and severity of neurodegenerative disorders in 
DRUG DESCRIPTORS: 

**neurotrophic* *f actor*— endogenous compound— ec 
MEDICAL DESCRIPTORS: 

signal transduction; brain; food intake; nerve cell; cell survival; nerve 
cell plasticity; degenerative disease— *therapy*—th; degenerative disease 
—prevention— pc; degenerative disease— etiology— et; degenerative disease 

— epidemiology— ep; exercise; risk factor; hyperphagia; cardiovascular 
disease— etiology— et; diabetes mellitus — etiology— et; cancer— etiology 

et; caloric intake; Alzheimer disease— etiology— et; Parkinson disease 

— etiology— et; *Huntington* chorea— etiology— et; stroke— etiology— et; 
calcium homeostasis; calcium cell level; apoptosis; cell regeneration; 
nervous system development; physical activity; mental performance; 
mitochondrion; human; nonhuman; review. . . 

?ds 
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51 8 "2 (NEUROGENESIS) OR (NEURONAL (W) PRODUCTION) 

52 354 S1 ((NEUROTROPHIC (W) FACTOR) OR (BDNF) OR (NEUROTROPH- 

IC?) ) 

53 7 S2 AND (VECTOR OR (GENE (W) THERAPY) ) 

54 6 RD (unique items) 

55 7 S2 AND (VECTOR) 

s6 40 S2 AND (TREATMENT OR THERAPY) 

S7 0 S6 AND (NEURODEGENERATIVE (W) CONDITION) 

s8 0 S6 AND (HUNTINGTON'S (W) DISEASE) 

S9 2 S6 AND (HUNTINGTON) 

2 RD (unique items) 

?rd s6 

. . . completed examining records 

SH 27 RD S6 (unique items) 

?s sll and review 

27 Sll 
124 3606 REVIEW 
S12 4 Sll AND REVIEW 

?t sl2/3,k/all 



12/3, K/l (Item 1 from file: 155) 

DIALOG (R) File 155 : MEDLINE (R) 



10929592 20496991 PMID: 11040417 
Neuroprotection by estradiol. 

Garcia-Segura L M; Azcoitia I; DonCarlos L L 
Instituto Cajal, CSIC, Madrid, Spain. 

Progress in neurobiology (ENGLAND) Jan 2001, 63 (1) p29-60 ISSN 
0301-0082 Journal Code: 0370121 

Document type: Journal Article; Review; Review, Tutorial 

Languages : ENGLISH 

Main Citation Owner: NLM 

Record type: Completed 

This *review* highlights recent evidence from clinical and basic science 
studies supporting a role for estrogen in neuroprotection. Accumulated 
clinical evidence suggests that estrogen exposure decreases the... 

... this protective role through several routes. Key among these are 
estrogen dependent alterations in cell survival, axonal sprouting, 
regenerative responses, enhanced synaptic transmission and enhanced 
neurogenesis* . Some of the mechanisms underlying these effects are 
independent of the classically defined nuclear estrogen receptors and 
involve unidentified membrane receptors, direct modulation of 
neurotransmitter. . . 

... confer resistance to injury. Although there is clear evidence that 
estradiol exposure can be deleterious to some neuronal populations, the 
potential clinical benefits of estrogen treatment* for enhancing cognitive 
function may outweigh the associated central and peripheral risks. Exciting 
and important avenues for future investigation into the protective effects 
of estrogen include the optimal ligand and doses that can be used 
clinically to confer benefit without undue risk, modulation of 
neurotrophic and 'neurotrophic receptor expression, interaction of 
estrogen with regulated cofactors and coactivators that couple estrogen 
receptors to basal transcriptional machinery, interactions of estrogen with 
other survival and... 
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Regulation of adult Neurogenesis* by antidepressant *treatment* 

Demonstration of 'neurogenesis* in adult brain represents a major advance 
in our understanding of the cellular mechanisms underlying neuronal 
remodeling and complex behavior. Recent studies from our laboratory and 
others demonstrate that chronic administration of an antidepressant, 
including either a 5-HT or norepinephrine selective reuptake inhibitor 
up-regulates 'neurogenesis* in adult rodent hippocampus. Up-regulation' of 



'neurogenesis* could block or reverse the effects of stress on hippocampal 
neurons, which include down-regulation of 'neurogenesis', as well as 
atrophy. The possibility that the cAMP signal transduction cascade 
contributes to the regulation of Neurogenesis* by antidepressants is 
supported by previous studies and by recent work. Although additional 
studies must be conducted to determine the significance of adult 
Neurogenesis* in humans, these findings will stimulate new avenues of 
research to identify the cellular and molecular basis of stress-related 
mood disorders as well as... 
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...manipulation can increase the brain 's capacity for plasticity and 
self-repair. Work in other laboratories suggests that physical and 
intellectual activity can similarly increase 'neurotrophic* *factor* 
production and 'neurogenesis* . Collectively, the available data suggest the 
that dietary restriction, and physical and mental activity, may reduce both 
the incidence and severity of neurodegenerative disorders in 
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Neural plasticity to stress and antidepressant *treatment* 

Adaptations at the cellular and molecular levels in response to stress 
and antidepressant treatment* could represent a form of neural plasticity 
that contributes to the pathophysiology and treatment* of depression. At 
the cellular level, atrophy and death of stress-vulnerable neurons in the 
hippocampus, as well as decreased 'neurogenesis* of hippocampal neurons, 
has been reported in preclinical studies. Clinical studies also provide 
evidence for atrophy and cell death in the hippocampus, as well as the 
prefrontal cortex. It is possible that antidepressant 'treatment* could 
oppose these adverse cellular effects, which may be regarded as a loss of 
neural plasticity, by blocking or reversing the atrophy of hippocampal 
neurons ... ^ * 
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...calorie intake) can increase the resistance of neurons in the brain to 
dysfunction and death in experimental models of Alzheimer's disease, 
Parkinson's disease, *Huntington* ' s disease and stroke. The mechanism 
underlying the beneficial effects of dietary restriction involves 
stimulation of the expression of 'stress proteins' and neurotrophic 
factors . The ... 

...manipulation can increase the brain's capacity for plasticity and 
self-repair. Work in other laboratories suggests that physical and 
intellectual activity can similarly increase 'neurotrophic* 'factor* 
production and 'neurogenesis* . Collectively, the available data suggest the 
that dietary restriction, and physical and mental activity, may reduce both 
the incidence and severity of neurodegenerative disorders in. 
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... caused by severe or repeated seizures have been well characterized 
many questions about the molecular mechanisms involved remain unanswered' 
Neuronal cell death, reactive gliosis, enhanced Neurogenesis* , and axonal 
sprouting are four of the best-studied sequelae of seizures. In vitro, each 
of these pathological processes can be substantially influenced by soluble 
protein factors, including *neurotrophins*, cytokines, and growth factors 
Furthermore, many of these proteins and their receptors are expressed in 
the adult brain and are up-regulated in response to neuronal activity and 
injury. We *review* the evidence that these intercellular signaling 
proteins regulate seizure activity as well as subsequent pathology in vivo. 
As nerve growth factor and brain derived Neurotrophic* *f actor* are the 
best-studied proteins of this class, we begin by discussing the evidence 
linking these *neurotrophins* to epilepsy and seizure. More than a dozen 
additional cytokines, growth factors, and Neurotrophic* that have been 
examined m the context of epilepsy models are then considered. We discuss 
the effect of seizure on expression of cytokines and growth... 
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This *review* highlights recent evidence from clinical and basic science 
studies supporting a role for estrogen in neuroprotection. Accumulated 
clinical evidence suggests that estrogen exposure decreases the... 

...this protective role through several routes. Key among these are 
estrogen dependent alterations in cell survival, axonal sprouting, 
regenerative responses, enhanced synaptic transmission and enhanced 
neurogenesis* . Some of the mechanisms underlying these effects are 
independent of the classically defined nuclear estrogen receptors and 
involve unidentified membrane receptors, direct modulation of 
neurotransmitter. . . 



. . . into the protective effects of estrogen include the optimal ligand and 
doses that can be used clinically to confer benefit without undue risk, 
modulation of *neurotrophin* and *neurotrophin* receptor expression' 
interaction of estrogen with regulated cofactors and coactivators that 
couple estrogen receptors to basal transcriptional machinery, interactions 
of estrogen with other survival and... 
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*Neurotrophins* and development of the rod pathway: an elementary 
deduction . •* 

The rodent retina is a particularly attractive model for the study of 
neuronal developmental processes since considerable Neurogenesis* 
cellular migration, phenotypic differentiation of retinal cell types and 
synaptogenesis occurs postnatally. In addition, the retina is readily 
accessible to surgical intervention, pharmacological manipulation, and. 
...expression-tools that can be utilized to study mechanisms underlying the 
development of retinal neurons and their interconnections that form 
distinct functional circuits. Here, I *review* our studies describing the 
ontogeny of a specific retinal interneuron, the All amacrine cell, an 
integral element in the rod (scotopic) pathway. Specifically, we used 
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Neurotrophic factors and the maldevelopmental hypothesis of schizophrenic 
psychoses. *Review* article. 

The maldevelopmental model of schizophrenia postulates pathological 



alterations in embryonal ^neurogenesis* as the etiopathogenetic basis of 
schizophrenic psychosis; the ^neurotrophic* *factor* hypothesis explains 
these changes as the result of disturbances of processes involving the 
trophic factors. Neurotransmitter deficits are thereby interpreted as 
epiphenomena of underlying ^neurotrophic* *factor* deficacy. The functional 
systems of the various neurotrophic factors are characterized by complex 
interaction mechanisms. Both primary genetic alterations, and secondary 
impairments, induced by exogene . . . 

... be associated with changes in the genetic code of certain neurotrophic 
factors. Various phenomena typical of the schizophrenic psychoses can be 
interpreted according to the Neurotrophic* *factor* hypothesis. 
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...both neural and behavioral change during development and has taught us 
valuable information regarding sensitive periods, rearrangement of synaptic 
connections, topographic specificity, cell death and Neurogenesis* , 
experience-dependent neural plasticity, and sexual differentiation. The 
song system differs in some interesting ways from some well-studied 
mammalian model systems and thus offers fresh perspectives on specific 
theoretical issues. In this highly selective *review*, we concentrate on 
two major questions: What are the developmental changes in the song system 
responsible for song learning and the restriction of learning to.. 
...sensitive period, and what factors explain the highly sexually dimorphic 
development of this system? We discuss the important role of sex steroid 
hormones and of 'neurotrophic* in creating a male-typical neural song 
circuit (which can learn to produce complex vocalizations) instead of a 
reduced, female-typical song circuit that does... 
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The common properties of *neurogenesis* in the adult brain: From 
invertebrates to vertebrates 

...nervous system. In vertebrates, the subventricular zone and the 
dentate gyrus of the hippocampus are the sites of neuronal precursor 
proliferation. In some insects, persistent ^neurogenesis* occurs in the 
mushroom bodies, which are brain structures involved in learning and memory 
and considered as functional analogues of the hippocampus. In both 
vertebrates and invertebrates, secondary Neurogenesis* (including 
neuroblast proliferation and neuron differentiation) appears to be 
regulated by hormones, transmitters, growth factors and environmental cues. 
The functional implications of adult Neurogenesis* have not yet been 
clearly demonstrated and comparative study of the various model systems 
could contribute to better understand this phenomenon. Here, we *review* 
and discuss the common characteristics of adult Neurogenesis* in the 
various animal models studied so far. (c) 2002 Elsevier Science Inc All 
rights reserved. 
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Neural stem cells that have been demonstrated, since 1992 , ensure in vivo 
localized and adjustable Neurogenesis* in the brain of adult mammals. This 
discovery brought about a novel concept in neurosciences and great 
expectations for therapeutics. However, potential use of adult 
Neurogenesis* to cure or prevent human neurodegenerative diseases demands 
preliminary answers to several biological issues. The most important one 
concerns the mechanisms controlling proliferation rate and... 
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Neuronal death mode switch and *neurogenesis* as in vivo neuroprotection 

The brain has various in vivo neuroprotective mechanisms that allow it to 
survive for an entire lifetime. As well as Neurotrophic* *f actor*-mediated 
inhibition of in vivo apoptotic mechanisms through various protein kinases 
including Akt and MAP kinase, we propose adding the neuronal death mode 
switch mechanism. . . 

...to retinal ischemic injury. These findings suggest the possibility that 
ischemia-induced neuronal death could be inhibited by some drugs to elevate 
cellular ATP levels. ^Neurogenesis* in the adult brain is now an important 
topic in neuroscience. As brain injury is reported to enhance the 
Neurogenesis*, this might be also included in the ways of in vivo 
neuroprotection. As lysophosphatidic acid has various activities to drive 
Neurogenesis*, the Neurogenesis* could also be managed by other drugs to 
compensate for functions lost by neuronal death. 
MEDICAL DESCRIPTORS: 

brain ischemia— etiology— et; neuroscience; brain injury— etiology— et; 
neuropathology; apoptosis; cell line; *review* 
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Regulation of adult 'neurogenesis* by antidepressant treatment 

Demonstration of 'neurogenesis* in adult brain represents a maior advance 
m our understanding of the cellular mechanisms underlying neuronal 
remodeling and complex behavior. Recent studies from our Lbor^ory and 
others demonstrate that chronic administration of an antidepressant 

^retl^ef*^ * ^ elective reup^innib^or, 

up regulates neurogenesis* in adult rodent hippocampus. Up-regulation of 
'neurogenesis* could block or reverse the effects of stress on hippocampal 
neurons, which include down-regulation of Neurogenesis* , as e n P 

2 h £v ^Possibility that the cAMP signal transduction cascade 
suooorS e L ^-^ion of Neurogenesis* by antidepressants is 

a££?n 1 ? P rSV1C T st " dles and bv rec «nt work. Although additional 
studies must be conducted to determine the significance of adult 
Neurogenesis* in humans, these findings will stimulate new avenues of 

S a , ICh fc ° ldentlfv the ^llular and molecular basis of stress-related 
mood disorders as well as... iaieQ 
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SESJcArDEsSpT^S: 00 ^ 0 ^--^' P-rmacology-pd 
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Manipulation of neural precursors in situ: Induction of Neurogenesis* in 
the neocortex of adult mice 

...incapable of generating new neurons. However, in the last decade, the 
development of new techniques has resulted in an explosion of new research 
showing that Neurogenesis* , the birth of new neurons, normally occurs in 
two limited and specific regions of the adult mammalian brain, and that 
there are significant numbers of. . . 

...precursors in many parts of the adult mammalian brain (Palmer et al . 
1995) . Recent findings from our lab demonstrate that it is possible to 
induce Neurogenesis* de novo in the adult mammalian brain, particularly in 
the neocortex where it does not normally occur, and that it may become 
possible to manipulate... 
DRUG DESCRIPTORS: 

somatomedin — endogenous compound — ec; brain derived Neurotrophic* * factor* 
— endogenous compound — ec; transforming growth factor alpha — endogenous 
compound — ec; epidermal growth factor; basic fibroblast growth factor 
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hippocampus; nerve cell necrosis; brain cortex; vertebrate; protein 
expression; signal transduction; apoptosis; cell survival; human; nonhuman; 
*review*; priority journal 

CAS REGISTRY NO.: 218441-99-7 (brain derived Neurotrophic* *factor*); 
62229-50-9 (epidermal growth factor) ; 106096-93-9 (basic fibroblast 
growth factor) 
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Brain-derived Neurotrophic* *factor* and TrkB tyrosine kinase receptor 
gene expression in zebrafish enibryo and larva 

The genes that encode the Neurotrophin* family of secreted polypeptides 
and the Trk family of high affinity *neurotrophin* transmembrane protein 
tyrosine kinase receptors are induced at the time of Neurogenesis* in 
mammals and are known to play critical roles in nervous system development. 
We show here that in contrast to mammals, the genes encoding the 
Neurotrophin* brain-derived Neurotrophic* *f actor* ( *BDNF* ) and the 
*neurotrophin* receptor TrkB are expressed throughout embryonic development 
in the zebrafish. ,At the embryonic stages preceding transcription of 
endogenous genes all cells contain *BDNF* transcripts and immunoreactive 
*BDNF* and the trkB transcripts lack the region that encodes a kinase 
domain. As development proceeds, progressively fewer cells contain *BDNF* 
transcripts and by the time of Neurogenesis* the trkB transcripts encode a 
kinase-domain. In the 4-day-old larva, a small subset of specialized 
sensory cells on the surface and cells in deeper structures including the 
gill arches, fin, and cloaca express the *BDNF* gene at high levels in a 



promoter-specific fashion. This progressive restriction of *BDNF* gene 
expression must involve an extinction of *BDNF* gene transcription in some 
and induction of high levels of transcription in a promoter-specific 
fashion in other cells. Copyright (c) 2001 ISDN. Elsevier Science... 
DRUG DESCRIPTORS: 
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--endogenous compound— ec 
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Embryonic stem cell-derived *neurogenesis* : Retinoic acid induction and 
lineage selection of neuronal cells 
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...manipulation can increase the brain's capacity for plasticity and 



self-repair. Work in other laboratories suggests that physical and 
intellectual activity can similarly increase ^neurotrophic* *factor* 
production and Neurogenesis*. Collectively, the available data suggest the 
that dietary restriction, and physical and mental activity, may reduce both 
the incidence and severity of neurodegenerative disorders in.. 
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Neurotrophic factors in the primary olfactory pathway 
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...olfactory pathway, consisting of the olfactory epithelium and 
olfactory bulb, is presented here as a very useful model for the analysis 
of growth factor function. * Review* of the available literature suggests 
that a large proportion of neuroactive growth factors and their receptors 
are present in the olfactory epithelium or olfactory bulb. Furthermore, the 
primary olfactory pathway is one of the most plastic in the nervous system 
with Neurogenesis* continuing to contribute new sensory neurones in the 
olfactory epithelium and new interneurones in the olfactory bulb throughout 
adult life. The rich diversity of growth... 
DRUG DESCRIPTORS: 

^^neurotrophic* *factor* — endogenous compound — ec 

...protein serine threonine kinase— endogenous compound- -ec; Janus kinase 
—endogenous compound— ec; STAT protein— endogenous compound— ec; nerve 
growth factor— endogenous compound— ec; brain derived ^neurotrophic* 
*factor* — endogenous compound— ec; *neurotrophin* 3— endogenous compound 

-ec; *neurotrophin* 4— endogenous compound— ec; fibroblast growth factor 
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...to the pathophysiology and treatment of depression. At the cellular 
level atrophy and death of stress-vulnerable neurons in the hippocampus, 
as well as decreased ^neurogenesis* of hippocampal neurons, has been 
reported in preclinical studies. Clinical studies also provide evidence for 
atrophy and cell death in the hippocampus, as well as. 
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Return of the native: Deducing the normal function of the RET proto- 
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...quest for the normal function of the RET gene, which has moved out of 
the realms of endocrine neoplasia and into the uncharted waters of 

neurogenesis*. This * review* summarizes recent work within this field 
commencing with knowledge derived from MEN 2 and moving to an emphasis 'on 
the normal function of the RET... 
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...a result of microenvironmental changes after the migration has 
occurred. Extracellular matrix proteins are recognized as important 
microenvironmental factors. It has been shown that enteric ^neurogenesis* 
is dependent on extracellular matrices, which provide a migration pathway 
for neural crest- derived cells and promote the maturation of settled 
neural crest-derived cells... 

...association with some chromosomal abnormalities. Recent expansion of 

molecular genetics identified multiple susceptibility genes of HD, 

including the RET gene, the glial cell line- derived ^neurotrophic* 

*f actor* gene, the endothelin-B receptor gene, and endothelin-3 gene. Of 

these, inactivating mutations of the RET gene are the most frequent, 

occurring in 50... 
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Regulation of Neurogenesis* by growth factors and neurotransmitters 

...other factors, including the neuropeptides vasoactive intestinal 
peptide and pituitary adenylate cyclase-activating peptide, as well as the 
growth factors platelet-derived growth factor, ciliary ^neurotrophic* 
*factor*, and members of the TGF-beta family, have different effects on 
proliferation and differentiation depending on the system examined. 
Expression of many of these factors... 
DRUG DESCRIPTORS: 
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adenylate cyclase activating polypeptide; platelet derived growth factor; 
ciliary ^neurotrophic* *factor* 
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Adult *neurogenesis* : From canaries to the clinic 

...persists throughout much of the songbird forebrain, in mammals it is 
limited to the olfactory bulb. In humans, the adult SZ appears to largely 
cease ^neurogenesis* in vivo, although it, too, can produce neurons in 
vitro. In both rats and humans, the differentiation and survival of neurons 
arising from the postnatal SZ may be regulated by access to postmitotic 
trophic factors. Indeed, serial application of fibroblast growth factor-2 
(FGF-2) and brain-derived ^neurotrophic* * factor* ( *BDNF* ) has allowed the 
generation and maintenance of neurons from the adult human SZ. This 
suggests the feasibility of inducing Neurogenesis* in the human brain, 
both in situ and through implanted progenitors. In this regard, using cell- 
specific neural promoters coupled to fluorescent reporters, defined 
progenitor phenotypes may now be isolated by fluorescence-activated cell 
sorting. Together, these findings give hope that structural brain repair 
through induced Neurogenesis* and neurogenic implants will soon be a 
clinical reality. 
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Extrinsic signals in the developing nervous system: The role of 
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Extrinsic signals in the developing nervous system: The role of 
neurokines during *neurogenesis* 



Vertebrate ^neurogenesis* involves many distinct differentiation stages 
that are regulated by extrinsic signals. Survival and differentiation 
effects on cultured neurons of several lineages are elicited by members of 
the neurokine family of growth factors, ciliary ^neurotrophic* *f actor* 
(CNTF) and the related avian factor, growth promoting activity (GPA) . The 
selective actions of these factors are mediated through the activation of 
heteromeric receptor complexes... 

...localization of CNTFRalpha and GPARalpha is consistent with the 
previously assigned biological functions but also suggest novel functions 
for these receptors and their ligands during ^neurogenesis* 
DRUG DESCRIPTORS: 
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NF-kappaB: A crucial transcription factor for glial and neuronal cell 
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...An involvement of NF-kappaB in neuronal development is suggested from 
studies that demonstrate its activation in neurones in certain regions of 
the brain during Neurogenesis*. Brain-specific activators of NF-kappaB 
include glutamate (via both AMPA/KA and NMDA receptors) and *neurotrophins* 
, pointing to an involvement in synaptic plasticity. NF-kappaB can 
therefore be considered as one of the most important transcription factors 
characterized in brain to... 
DRUG DESCRIPTORS: 
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Avian olfactory *neurogenesis* 

...is less complex than its mammalian counterpart. Like humans, birds are 
microsmatic and present the same basic characteristics as other air 
breathing species. In this * review*, we propose to discuss several aspects 
of the maturation of the olfactory system during development, paying 
particular attention to recent advances in this field. 
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LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

iEffects of neurotransmitters and hormones on *neuronal* *production* of 
*neurotrophins* 

The *neurotrophins* NGF, *BDNF* and NT-3 are relatively highly expressed 
by specific populations of neurons in the central nervous system. The 
levels of NGF and *BDNF* mRNAs in the rat hippocampus are up-regulated by 
activation of glutamate and muscarinic cholinergic receptors, whereas the 
gabaergic system exerts an inhibitory influence on these mRNA levels. 
Glucocorticoid hormones specifically increase NGF ' and NT-3, but not *BDNF* 
mRNA levels, in the rat hippocampus. In the rat visual cortex, *BDNF* mRNA 
but not NGF mRNA, levels are decreased by light deprivation or after 
inhibiting the activity of the retinocortical pathway by tetrodotoxin. 
Exposure to light rapidly elevates *BDNF* mRNA in the visual cortex of 
dark-reared rats. The rapidity and specificity of I changes in *neurotrophin* 
expression m neurons suggest a possible involvement of these factors in 
synoptic plasticity during development and in the adult brain. 
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*Huntington* ' s disease is a progressive ^neurodegenerative* *disease* 
that affects the striatum, above all, the GABAergic striatal projection 
neurons. In the present study, we have explored' the use of genetically 
modified neural stem cell lines producing nerve growth factor (NGF) or 
brain-derived ^neurotrophic* * factor* ( *BDNF* ) as a means to protect the 
striatal neurons against excitotoxic damage after transplantation to the 
striatum, 1 week before the injection of quinolinic acid into... 
... same area. One month after the lesion, striatal degeneration, lesion 
size, and loss of DARPP- 3 2 -positive projection neurons were only slightly 
affected by the *BDNF*-secreting cells, but substantially prevented when 
NGF-producing stem cells were used as a source of exogenous trophic factor; 
innervation of the target fields (pars... 
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Protection of the neostriatum against excitotoxic damage by 
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ABSTRACT: *Huntington* ' s disease is a progressive Neurodegenerative* 
*disease* that affects the striatum, above all, the GABAergic striatal 
projection neurons. In the present study, we have explored the use of 
genetically modified neural stem cell lines producing nerve growth factor 
(NGF) or brain-derived Neurotrophic* *f actor* ( *BDNF* ) as a means to 
protect the striatal neurons against excitotoxic damage after 
transplantation to the striatum, 1 week before the injection of 
quinolinic acid into... 

...same area. One month after the lesion, striatal degeneration, lesion 
size, and loss of DARPP-32-positive projection neurons were only slightly 
affected by the *BDNF*-secreting cells, but substantially prevented when 
NGF-producing stem cells were used as a source of exogenous trophic 
factor; innervation of the target fields (pars... 
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*Huntington*'s disease is a progressive Neurodegenerative* *disease* 
that affects the striatum, above all, the GABAergic striatal projection 
neurons. In the present study, we have explored the use of genetically 
modified neural stern cell lines producing nerve growth factor (NGF) or 
brain-derived Neurotrophic* *factor* ( *BDNF* ) as a means to protect the 
striatal neurons against excitotoxic damage after transplantation to the 
striatum, 1 week before the injection of quinolinic acid into... 

...same area. One month after the lesion, striatal degeneration, lesion 
size, and loss of DARPP-32-positive projection neurons were only slightly 
affected by the *BDNF*-secreting cells, but substantially prevented when 
NGF-producmg stem cells were used as a source of exogenous trophic factor- 
innervation of the target fields (pars... 
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